Abstract: Increasingly stricter and wider official efforts have been made by multilevel Chinese governments for seeking the improvements of the environment and public health status. However, the contributions of these efforts to environmental changes and spatiotemporal variations in some environmental diseases have been seldom explored and evaluated. Gastric cancer mortality (GCM) data in two periods (I: 2004(I: -2006(I: and II: 2012(I: -2015 was collected for the analysis of its spatiotemporal variations on the grid scale across S County in Central China. Some environmental and socioeconomic factors, including river, farmlands, topographic condition, population density, and gross domestic products (GDP) were obtained for the exploration of their changes and their relationships with GCM's spatiotemporal variations through a powerful tool (GeoDetector, GD). During 2004-2015, S County achieved environmental improvement and socioeconomic development, as well as a clear decline of the age-standardized mortality rate of gastric cancer from 35.66/10 5 to 23.44/10 5 . Moreover, the GCM spatial patterns changed on the grid scale, which was spatially associated with the selected influencing factors. Due to the improvement of rivers' water quality, the distance from rivers posed relatively larger but reversed impacts on the gridded GCM. In addition, higher population density and higher economic level (GDP) acted as important protective factors, whereas the percentage of farmlands tended to have adverse effects on the gridded GCM in period II. It can be concluded that the decline of GCM in S County was spatiotemporally associated with increasingly strengthened environmental managements and socioeconomic developments over the past decade. Additionally, we suggest that more attentions should be paid to the potential pollution caused by excessive pesticides and fertilizers on the farmlands in S County. This study provided a useful clue for local authorities adopting more targeted measures to improve environment and public health in the regions similar to S County.
Introduction
Rapid and huge economic growth has occurred in China during the four decades of reform and opening up. However, China is also facing a huge burden of disease during the process of economic and social development. More than 2.8 million people died of cancer in 2015, and gastric cancer is the second leading cause of cancer death in China, causing the death of nearly 500,000 people in 2015 [1] , Int. J. Environ. Res. Public Health 2019, 16 , 784 2 of 13 and it has been a serious threat to sustainable development due to its huge health and finical burden on the country and individuals in China [2] .
As a complex chronic non-communicable disease, gastric cancer is closely associated with many risk factors on the global, national, provincial, municipal, and county scale [3] [4] [5] [6] [7] [8] [9] [10] [11] . Personal lifestyles, such as high intake of salt, excessive alcohol consumption, and insufficient fruits and vegetables intake were strongly associated with gastric cancer [3] [4] [5] [6] . Long-term exposure to water pollution caused by wastewater, sewage, and excessive application of fertilizers and pesticides from industrial and agricultural production also posed important impacts on the epidemiological status of gastric cancer [7] [8] [9] . In addition, positive family history of this disease and Helicobacter pylori (H. pylori) infection both increased the risk of developing gastric cancer [10, 11] .
The influences of these risk factors on gastric cancer were deeply explored through various methods, such as meta-analysis [3] , spatial correlation analysis [7, 8] , Delphi approach [11] , and so on. Among these methods, GeoDetector (GD) is a powerful tool to analyze the effect of several independent variables on the spatial distribution of the dependent variable based on spatial variance analysis [12] , since spatial heterogeneity is a major issue in geographical phenomena [13] .
It was initially applied to analyze the effects of driving determinants on local disease such as neural tube defects [14] . Due to its good applicability, GD not only has an extensive application on public health issues [15] [16] [17] , but is also an exploration in the fields of land use, ecology, regional economy, and so on [12] .
In recent years, public awareness about the increasingly serious environmental pollution has been greatly raised due to its important impacts on public health [18, 19] . Although China has completed rapid development and huge socioeconomic achievements, the sustainable development mode, in particular the improvement of public health status, has been set as a basic requirement and national strategy [20] . As a result, research has been gradually focusing in on the evaluation of the influences of environmental factors, as well as their changes, on the incidences, and/or mortality of some chronic non-communicable diseases, since the environmental protection measures and hygienic interventions have been strengthened [21] [22] [23] .
In the Central China, S County is well-known for its environmental deterioration and a distinct increase of gastric cancer mortality (GCM) over the past decades [24] . Fortunately, the continuous development of the social economy, increasingly strict environmental managements, and strengthened comprehensive cancer interventions had been conducted in this county by the central, provincial, and local government since 2007 [25] [26] [27] . However, the evaluation on the contribution of these measures to the status of GCM was not conducted in time.
Therefore, our study aimed to (1) investigate the spatial and temporal patterns of GCM in S County during 2004-2015, and to (2) explore the associations between GCM and environmental conditions and socioeconomic development, as well as their changes through the GD method. This study would provide some useful clues for local authorities realizing their efforts made for enhancing environment and improving public health.
Materials and Methods

Study Area
S County ('S' derives from the initial of the county name, we have to conceal the full name of some geographical vocabularies related to S County for some reasons), located in Central China, is a 'famous' region with both serious environmental pollution and high GCM [7, 28] . S County includes 21 towns with a total area of 1080 km 2 ( Figure 1 ). S County is generally flat (altitude 35-50 m), and it is gently inclined and slightly descends from northwest to southeast. The region is dominated by warm temperatures and a continental monsoon climate with an annual average temperature of 14.5 • C and an annual rainfall of about 700 mm/m 2 . There are two rivers, the SY and FQ rivers, flowing through this county from northwest to southeast. 
Data Collection
The [29] , the village population in 2012 was obtained. The agestandardized mortality rate was adjusted by Chinese standard population in 2000. To avoid the instability of GCM caused by irregular and non-uniformity of village administrative units [30, 31] , we used a 2 × 2 km 2 grid as a basic statistical unit, which has been proven to be an appropriate analysis scale for S County [24] . In total, there were 260 grids across this county. For all geographical units, GCM data ware spatially smoothed using an empirical Bayesian smoothing method in GeoDa (GeoDa 1.12.1, April 2018, the Center for Spatial Data Science (The University of Chicago), Chicago, IL, USA) before conducting spatial and statistical analysis [32] .
As can be seen in Table 1 and Figure 2 , the data of some proxy variables were collected for indicating these influencing factors during these two periods in S County, including human-made pollution, physical environment, and socioeconomic level [14, 15] . Given that surface water pollution is an important environmental risk factor [7] , the Euclidean distance between the grid center from the nearer river (SY or FQ river) was calculated for indicating the contact opportunity between residents and rivers. As S County is featured by agricultural production, the percentage of farmlands was derived from the land use data for indicating the potential pollution caused by excessive application of pesticides and fertilizers in this area [33] . As for the physical environment, topography plays an important role in the migration of carcinogens [34] , and GCM may vary significantly at different altitudes [24] . Meanwhile, resident population density and gross domestic product (GDP) [29] , the village population in 2012 was obtained. The age-standardized mortality rate was adjusted by Chinese standard population in 2000. To avoid the instability of GCM caused by irregular and non-uniformity of village administrative units [30, 31] , we used a 2 × 2 km 2 grid as a basic statistical unit, which has been proven to be an appropriate analysis scale for S County [24] . In total, there were 260 grids across this county. For all geographical units, GCM data ware spatially smoothed using an empirical Bayesian smoothing method in GeoDa (GeoDa 1.12.1, April 2018, the Center for Spatial Data Science (The University of Chicago), Chicago, IL, USA) before conducting spatial and statistical analysis [32] .
As can be seen in Table 1 and Figure 2 , the data of some proxy variables were collected for indicating these influencing factors during these two periods in S County, including human-made pollution, physical environment, and socioeconomic level [14, 15] . Given that surface water pollution is an important environmental risk factor [7] , the Euclidean distance between the grid center from the nearer river (SY or FQ river) was calculated for indicating the contact opportunity between residents and rivers. As S County is featured by agricultural production, the percentage of farmlands was derived from the land use data for indicating the potential pollution caused by excessive application of pesticides and fertilizers in this area [33] . As for the physical environment, topography plays an important role in the migration of carcinogens [34] , and GCM may vary significantly at different altitudes [24] . Meanwhile, resident population density and gross domestic product (GDP) were used to measure the local socioeconomic level, which may affect family income, household sanitation, eating habits, and medical service level [35, 36] . The gridded resident population density and GDP data were disaggregated from the county level based on multivariate statistical models [37, 38] . were used to measure the local socioeconomic level, which may affect family income, household sanitation, eating habits, and medical service level [35, 36] . The gridded resident population density and GDP data were disaggregated from the county level based on multivariate statistical models [37, 38] . 
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Spatial Autocorrelation Analysis
Spatial Analysis Methods
Spatial Autocorrelation Analysis
Spatial autocorrelation analysis is commonly used to explore the spatial patterns of disease incidence or mortality. In this study, we used Moran's Indices to measure the degree of spatial autocorrelation [40] , which is calculated as follows:
where n is the number of grids; x i and x j stand for the GCM of grid i and grid j; x is the average value of GCM; and ω ij is the spatial weight between grid i and grid j that can be defined by the contiguity of grids. Moran's I value falls between −1 and 1. A high positive Moran's I indicated a spatial clustering, that is, adjacent grids had similar levels of GCM, whereas a low negative value implied a tendency toward dispersal. When Moran's I is around zero, the value indicated spatial randomness.
Hot Spot Analysis
On the basis of the existence of spatial autocorrelation, hot spot analysis further captured the detailed spatial patterns by means of locating hot or cold clusters of GCM. We selected Getis-Ord Gi* to identify the locations of statistically significant hot and cold spots according to formula (2):
where x j is the GCM value for grid j; ω ij stands for the spatial weight between grid i and grid j; n means the number of grids; and:
The Gi* statistic is a Z-score, and therefore, no further calculation is needed. For statistically significant positive Z-score, the larger the Z-score is, the more intense the clustering of high GCM (i.e., a hot spot). For statistically significant negative Z-score, the smaller the Z-score is, the more intense the clustering of low GCM (i.e., a cold spot). By conducting a hot spot analysis on GCM during the two specified periods, we were able to visually understand the spatiotemporal changes in GCM. We performed spatial autocorrelation and hot spot analysis on the ArcGIS 10.2 platform (ESRI, Redland, CA, USA).
GeoDetector
In this study, GD was used to explore the determinants of spatial variations of GCM in S County during two periods. The basic idea of the method was to compare the spatial consistency of the continuous response variable versus the categorical explanatory variables, and on this basis, to quantify the interpretation of the explanatory variables in relation to the response variable. Both categorical and discretized continuous explanatory variable can be analyzed by GD, while the classic regression model has limitations when it comes to dealing with categorical data [14] . Another advantage is that GD could be used to study the interaction impact of multi factors.
In this study, the response variable is the gridded GCM, and the explanatory variables are the proxy variables as listed in Table 1 . The correlation strength between factor X and attribute Y is measured by q-statistic, which is expressed by the following equation:
where h = 1, 2 . . . indicates that attribute Y is stratified by factor X (categorical variable or discretized continuous variable); N and N h mean the number of total grids and grids in stratum h, respectively; σ 2 and σ 2 h stand for the variance of attribute Y in all grids and grids in stratum h, respectively. The value of q ranges from 0 to 1. The higher the q value, the stronger the explanatory power of factor X to attribute Y. Moreover, the interaction detector could reveal the interactive influence of multi factors. A detailed introduction and computing tool are available at http://www.geodetector.org/.
Results
Spatiotemproal Variations of Influencing Factors
According to the surface water quality data derived from the state-control stations set for FQ and SY Rivers (Table S1 in Supplementary Files), the water environment of these two rivers has been obviously improved in the past years. As a typical region featured by agricultural production, S County has about 90500 and 85800 ha farmlands in 1995 and 2005, respectively, accounting for more than 70% of the total lands. From 1995 to 2005, about 5.2% farmlands were transformed into other land-use types (Figure 2c,d ), which were mainly distributed in the region along the SY river and between the two rivers. The area of construction land increased by over 20 km 2 in the region between the two rivers. There was a decline in the number of the resident population because of labor export in last decade [41] , due to increasing urbanization of population as more and more rural people concentrated living in towns with better economic conditions for better living conditions. As a result, the distribution of resident population density presented clear spatial changes across this county (Figure 2e ,f). Meanwhile, the economic level indexed by GDP possessed an outstanding increase from 10.9 billion (2005) to 21.4 billion (2015). Moreover, it was spatially differentiated across this county, the HD Town and BTX Town were the relatively developed areas across S County (Figure 2g,h) . These results showed that S County achieved clear socioeconomic development and environmental improvement during 1995-2015.
Spatiotemporal Variations of GCM
The age-standardized mortality rate of gastric cancer of S County displayed a decrease from 35.66/10 5 (period I) to 23.34/10 5 (period II). As illustrated in Figure 3 , the gridded GCM was approximately described by a normal distribution in period I, and it turned into non-normal distribution and was right-skewed in period II. There were more than 60% points (the grids) below the 1:1 line (Figure 3) , which indicates that the GCM of these grids declined while the others increased in 2004-2015. Meanwhile, the differences of the gridded GCM among these two periods were significant (p < 0.1) according to the results of the paired T-test. These results showed that the GCM of S County possessed a decline trend during 2004-2015.
In S County, GCM was spatially featured on the grid scale in both periods. According to the Moran's I as given in Figure 4 , the gridded GCM was spatially clustered. Meanwhile, the grids with high GCM in the period I were mainly distributed along with two rivers, especially in the towns of XAJ and ZY around the SY River. In comparison, these grids tended to be away from these rivers in 2012-2015, resulting in a region with relatively lower gridded GCM between FQ and SY River. In addition, the grids with increasing GCM were mostly located in the towns away from the rivers including BLK Town in the northeastern corner, HS Town and LW Town in the east, and LF Town in the south as illustrated in Figure 4c . These results displayed that the spatial patterns of the gridded GCM had changed obviously. In S County, GCM was spatially featured on the grid scale in both periods. According to the Moran's I as given in Figure 4 , the gridded GCM was spatially clustered. Meanwhile, the grids with high GCM in the period I were mainly distributed along with two rivers, especially in the towns of XAJ and ZY around the SY River. In comparison, these grids tended to be away from these rivers in 2012-2015, resulting in a region with relatively lower gridded GCM between FQ and SY River. In addition, the grids with increasing GCM were mostly located in the towns away from the rivers including BLK Town in the northeastern corner, HS Town and LW Town in the east, and LF Town in the south as illustrated in Figure 4c . These results displayed that the spatial patterns of the gridded GCM had changed obviously. Moreover, the spatiotemporal variations in the gridded GCM were further confirmed through the hotspot analysis. As illustrated in Figure 5 , the hotspot grids (Z score above 2.0) in both periods, as well as some persisting hotspot grids, were identified. In period II, the amount of hotspot grids increased from 42 to 46 and tended to be away from FQ and SY River. As a result, the persisting hotspot grids were respectively distributed in BYJ Town (9 grids) and LZD Town (1 grid), which Moreover, the spatiotemporal variations in the gridded GCM were further confirmed through the hotspot analysis. As illustrated in Figure 5 , the hotspot grids (Z score above 2.0) in both periods, as well as some persisting hotspot grids, were identified. In period II, the amount of hotspot grids increased from 42 to 46 and tended to be away from FQ and SY River. As a result, the persisting hotspot grids were respectively distributed in BYJ Town (9 grids) and LZD Town (1 grid), which deserved continuous attention in the future. 
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period II (the grid without villages points were not taken into account).
Moreover, the spatiotemporal variations in the gridded GCM were further confirmed through the hotspot analysis. As illustrated in Figure 5 , the hotspot grids (Z score above 2.0) in both periods, as well as some persisting hotspot grids, were identified. In period II, the amount of hotspot grids increased from 42 to 46 and tended to be away from FQ and SY River. As a result, the persisting hotspot grids were respectively distributed in BYJ Town (9 grids) and LZD Town (1 grid), which deserved continuous attention in the future. 
Relationships between GCM and Influencing Factors
By means of the GD method, the potential determinants were identified for the spatial variations in the gridded GCM across S County (Table 2) . Not only the spatial variations of the factors across S County changed between the two periods (Figure 2 ), but also their effect on gridded GCM changed obviously. In these two periods, the variable indexed by the distance from the river was always an important factor, although its impacts decreased in the II period. In comparison, the elevation failed to impose impacts, and the other three variables indexed by the percentage of farmlands, population density, and GDP significantly affected the spatial variations in the gridded GCM across S County only in the II period. As a result, the powers of these factors could be ranked as following in period II: human-made pollution > socioeconomic level > physical environment. These results displayed that these selected variables had important effects to various degrees on the spatial variations in the gridded GCM across S County. In addition, the statistically significant difference in the average GCM between different amounts of strata was identified by the GD method (Table 3) . In Period I, the closer to the river, the higher the GCM (Table 3 ). The effects of the distance from river on gastric cancer were reversed in Period II. There was no significant GCM difference at different elevation, which was fairly level with little variations across S County. The other variables showed spatial stratified heterogeneity only in Period II: GCM was high in the areas with a high percentage of farmlands; regions with more intensive population and GDP were accompanied by a lower GCM. Therefore, these variables' influences on the spatial variations in the gridded GCM had distinctly changed over the past decades. The result is statistically significant at 0.05 level.
Discussion
At present, environmental changes and status of public health are two important public issues in China, especially in some regions (i.e., S County) with historic environmental pollution and serious public health. The spatiotemporal variations in the GCM and their relationships with environmental changes and socioeconomic status across S County were explored on a fine spatial scale in this study. Several interesting findings were achieved and would provide useful clues for local authorities to evaluate the measures of environmental protection and socioeconomic development timely.
There was a remarkable decrease (37.4%) observed for the age-standardized mortality rate of gastric cancer in S County during 2004-2015. We think that the decline was probably related with the environmental improvement and socioeconomic development in this county. To our knowledge, quite a few small factories such as textile mills were shut down in the past decades, and similar policies were conducted in the upstream of SY and FQ River [23, 25] , which resulted in the environmental improvement, especially the surface water quality of SY and FQ River in S County (Table S1 in Supplementary Files) . Meanwhile, the decline of resident population reduced the domestic pollution [42] , and increasing urbanization of population and the development of economic guaranteed the implement of relevant interventions such as drinking water safety project [27, 43] . In particular, the percentage of local population covered by the centralized water supply (i.e., the level of drinking water safety) in this county had been raised from less than 30% (2005) to more than 85% in 2015 [8, 44] . Moreover, economic growth is always accompanied by the improvement of people's living standards. Improvement of household sanitation, healthy eating habits, and the use of refrigerators all reduced the risk of developing gastric cancer [6, 45, 46] . In addition, the remarkable decrease was larger than the national level (20.6%) in the corresponding period, although S County still possessed a higher mortality rate (23.34/10 5 ) of gastric cancer than the national level (19.62/10 5 ) at present [7, 47] . In a word, these results were encouraging for local authorities who had made great efforts, and then they could hand in a passable answer sheet for the public.
Similarly, the spatial patterns of the gridded GCM changed obviously along with spatially differentiated socioeconomic development and environmental improvement in S County during 2004-2015. Among current proxy variables, the percentage of farmlands possessed an adverse effect on this disease, which was probably caused by excessive application of pesticides and fertilizers in this agricultural region [48] . Moreover, the distance to river made a relatively large contribution to the spatial variations in the gridded GCM, which was probably due to the historic status of both environment and public health. Before 2005, S County was well-known for its serious surface water pollution and some famous "cancer villages" distributed along with SY and FQ River [24] , for which local authorities had implemented some strict environmental management (e.g., centralized water supply projects) in the towns along with these rivers [26] . However, the total contributions of current influencing factors were not large enough to fully interpreting the present spatial variations across S County. One reasonable explanation is that there may be one or more missing crucial variables (i.e., the town/village-level hygienic intervention) in this study. Another is that more information about the income level on the village/family scale was not adequately reflected by the economic level (GDP) employed in current study. In future investigations, more typical potential variables should be obtained for the evaluation. Nevertheless, these selected proxy variables have made clear contributions to the spatial patterns of GCM on the grid scale over the past decade.
A preliminary trial was conducted in our study to characterize the spatiotemporal variations of GCM, and to evaluate their relations to some proxy variables indicating some environmental and socioeconomic changes in S County. To our knowledge, S County suffered from high mortality rates of other digestive tract cancers (e.g., liver, esophagus, etc.), which were closely associated with local environmental conditions over the past decades [7] . Moreover, there were several counties or districts possessing similar public health problems and environmental pollution, especially in Central China [28] . We think that this study exhibited a feasible paradigm for local authorities who would submit their answer sheets on environmental management and public health status.
Several limitations of our study warrant mention. First, many more reliable variables, such as the village/household-level income conditions, and town/village-level hygienic interventions on this disease should be obtained and employed for more detailed analysis of spatiotemporal change of GCM in S County. Second, the contributions of selected variables to the spatial heterogeneities of GCM should be spatially characterized for each grid by using some spatiotemporal models (e.g., geographically weighted regression (GWR), temporal GWR, etc.) in the future, although the GD method has quantified these variables' effects in the present study.
Conclusions
The decline of GCM and its changes of spatial patterns in S County benefited from the environmental improvement and socioeconomic development. We suggest that the potential pollution derived from agricultural production should be effectively controlled, and that the local government should further promote the sustainable development mode in terms of coordinated the relationship between environment and the economy to maintain the positive situation. The study provided informative knowledge for other typical regions which were similar to S County. 
